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(57) Abstract 

A compound of general formula (I) and optionally a phannaceutically acceptable salt thereof if it can form any salt, a pro- 
cess for the production thereof, and a medicinal composition containing the same as the active ingredient These compounds have 
potent antithrombotic, cardiotonic, vasodilatory and anti-SRS-A activities, so that they are useful for preventing or treating var- 
ious thrombotic diseases, congestive failure, hypertension, asthma, immediate allergy and so forth. 



(67) 



0 



R 




N 

I 

OR'' 




R* 

1 

N-CH-Ar 
I 

R' 



m±fF^ o^-e ©ssit^Mc^tc c n ^ ^^^^^ t 

IKS R s - Afprn^^^b. ^m<Dit^ikmB. a^jfiL-s 



AT *-XhUr ES > MLnpV 

AU X h 9 y r FI 7 < i' V > K MN -t 

BB KX FR79>X MR*— M^-T 

BE GA *' MW-^v-V-f 

BP r V GI NL*^>r 

BG -/n- *• «; T GB -< ¥ 'J X NO / A i — 

BJ GR PL iK— 9i'K 

CA * r IT ^ ^ «5 - 8D 

CP +jliT7«;**aiH JP a* SB X'•/J.-r>■ 
CH X X KR ^(tSB SU V e i h iiltl 

CI 3 — h.i?*T — /I- U 'JtTP>i^:x^4> TD K 

CM^y/v-:^ LKxy^v* TO ^•-•3' 
cs-^x^xo'*♦T LU n-f -b v/A^r us *H 

DE K ••/ MC t :^ 3 



wo 91/16314 PCr/JP91/00517 

- 1 - 

^ S 

fzii. MzfizmsRs - Af^ffi^w-r^if^nj:3(2H)-f u y 

C: s *a£ Cj: o T 5^ ^ a h' > . n V - ;U Eg ^ Ifl ^ 
^ ii^ ^ - i- Ji ' :i- y" ' a ^ ^ ji • \y y ' ir y' ' y ^ 'J 



wo 91/16314 PCr/JP91/00517 

i/^yX (Journal of Royal College of Physicians 7 
1=.^ 5~18i:. 1 9 7 2 ^ ; B :$:|Si^> 4 6-^ 

130-136 i:> 1988^;T>5^^i'>-9---'J-9- 
-f- (Anticancer Research). 6^. 543-^548 K^ 1 
9 8 6 o 

2 ) 5^'i>M^S^ 

3 ) jfa.WI£5S»J^SP 

4 ) tftS R S - A^J^I^ 

SRS-A (Slow Reacting Substances of Anaphylaxis) 

1 9 7 9^tC. SRS-A©:$^^*:{*D'<'=3^'J^>C4 ( 

J[^T. LTC4i:<'^-5).D-1'^b'J^>D* (iiiT> LT 
D4i:V^9)3tU^a-<="b'J^>E4 (JgiT. LTE4i:V^ 

;s CI ^ n^co 



wo 91/16314 PCr/JP91/00517 

- 3 - 

0> i^^mmon^immr V ji^- tomm-fj^m tf£ ^-o 

O § o 

t^goT. s R s - A©f^ffl<^pi#-r ^mifijii LTC4 . 
LTD4 N LTE4 (Di^ti-t^x\t't<Dm^mizmm'r ^ms. 

mmomm-^m^^tixi^^ c K5 r>c • :r • -tf • ^ 

*t7^i'T- (Drugs of the Future) , 12^. 4 5 3 ~4 
74K. 1 9 8 7 ^ ; r ^a.r Jl ' U - h • ^ y - y-r-f 
i/i-)V'r ^ >^ h U — (Annual Reports in Medicinal Chemis 
try), 22 m, 73 — 84 M. 1987^:T-^T;U- 

(Annual Reviews in Pharmacological Toxicology), 2 9^, 
123~143M, 1989 ^#SBJ o 

M o T T^j: © ;i'5^t^-e ^> ^ o 

— CI) © 6 - 0) -g|^T;U^ U 
3(2H)-f U :S^i^y > #6 nc ^ ^ fitJ (r ^ ^ b 

(a) K-r '7#rF^I§^fl 1670169^^|g (JEi^T. 3^S^ a t 

l>a) Cti. 8(2H)- tfU y 2 feA-^7jc^J^^. fli!^:^ 

(aliphatic). ^t^fliltSi ( cycloal iphatic) . T 5 'J y t 

X -f :^ (araliphatic) X (aromatic)XT-. A 



wo 91/16314 PCT/JP91/00S17 - 

- 4 - 

b*^b> 3(2H)-tf U Vil^i*:®'^^?^. J^mffl^. 

(b) 0>^^ii#fP^i^fK> 4tiaBH58-183675 ^ (£iT. 

^3(2H)-b* u >mmw(Dmmt Lx\t. mM^m. 

(c) H:^4:^gi#fP^fS> #I§BS63-30187^. 3 - o 
fF>2^i§^^0275997 ( litT. iSC^ c t V- ^ ) (w3|c^BJ{b'^ 

T I J - 3(2H)-h- u i^s^y ymmwRv^^o^s r s - a^j 

^ CD ^ 

3t^i>^J. JfilWS£5i^J> ^^^ti. 5:a^!jLS R S - A^iJ t bT. 



wo 91/16314 



- 5 - 



PCr/JP91/00517 



(n 1 - 4 ©^is:^. Rut7Kmm^m L < itmmm i - 4 cd 

YMiCOaRHRMiltrlBCl^ bo ) > iyTjm. ORHR' 



0 




Ar 



CON 



/ 
\ 



wo 91/16314 



PCr/JP91/00517 



- 6 - 



N-SO2R' 



■To ) > 



Ti/}VyiJ^. 0R"'(RM±I9SCI1 bo ) . NHSOzR'CRMilu 
latcl^bc ) XI±S(0).-R>Hmlt 0 ~ 2 ©Mifc^. R'Mi^^ 
1^ 1 ~ 4 ©i£mX{*^9'Sii®T;b + ;L'S^^1'o ) ^^-To 
-tab. R'^JtO^fi'Mil^Btt-TR^J^^^^-r c i: {i^iV^e ) . 




0 



N-C-R 



wo 91/16314 



- 7 - 



pcr/jiH>i/oa5i7 



N-CO2-R 



R- 



(H)3-. 

( 1 1 X{* 2 . k {* 0 ~ 3 omi^^. R*' liTK^J^^Xt* 





wo 91/16314 



PGr/JP91/00517 



- 8 - 



R'^D^RMi-en^'nM sec 7X^11^^ b < {i^^iS: 1 ~ 3 



(0). 



CR'' {iTK^H^-XliORHRMilfilS 1 bo ) ^/p-To ) X 





CZMi:m^ll^X{i:mmm^^7F-ro ) > 





wo 91/16314 



PCT/JP91/00517 



W-to ) > O-A'-Y^ (AMiltrfBi:!^ YMi^^m 1 ~ 4 
Tl^^T J; 7 X — COzR^ . 



^m-r (R\ R'JtCJ^R'tifr^twl^ bo ) o ) XltZ^RX^Z^^ 
— ^ (C o T ^ > -tf > t #t 



^t*o } 

R'OMi^i^l t hX It^ 7Kmm^. jL^jim. n 

-:/nh*;l^*. i-ynt*;l/^. n-^^f-^u*. 

sec- y^^^US. t-yf-;U^. 2-^D^^;U«. 2 
_^5i;l,_2-:7'n^ — 2-:^ 
;u 7}^' ^ 5^ ;i. « . 3 - ;u ^' ^ -> :^ a b' ;u ^ > 4 - ;u --K 
^ -iy 5^ /I' ^ . ^ h ^ :^ >^i/ ^ >'U y 5^ ;u * . 2 - y h ^ 



CON 



/ 
\ 




wo 91/16314 PCr/JP91/00517 

- 10 - 

4 _ ^ b 4^ ->5!7 ;i/s}?-;u:7*f-;i'S> x b 4^ :^ ;i/ ^i-' - ^ ^ 
r^D^i^s/^7;i/4-'-;i/^f-;uS. i - :/d i/:?7 iP^K^^u 

2 - n - ;}-:^ i/:^ — ;l/^^-'l^S> 2-i 
- T^-o '>?!7 ;l'Jn':=-;U:r.5^;l'S. 3 - n - a tH 4^ * ^l' 
7f.:z.)V^u tf 3 - i - 7*n ^l/^'-^l'^^D 

4 - n - ^^'n i/:^ >'l^^^ — 4 - i - a 
i^'* -'W'J^^ — >'V:7*f-;l/^. n - 7* b ^ :^ ;l/ - ;l' ^ 5=- 

i bc^^-:/jt7;i/5j? — ^^-'I'Sfe^ sec- b ^ 

- Zf Y ^ =- ^'f' ^^"^^ 2 - i - r?* h ^ -'I' ^' — 

2- sec-:/ b + 2- 
t - Y ^ ti }V :^=f- 3 - n- :^h4^'>^''^'i^ 

^;i.:/a tf 3 - i - h ^ a 
3- sec-:/ V + t-;HI> 3-t-yb^ 

'>;!7 ;l'^-;l'7'a b'/l-S. 4 - n -3^ b :«7 ;b j}"' - 7* 1^ 
4 - i -7* -'I'^^-Jl'^^'^''^^- 4- sec- 7' 

h ^ e/ ;u:/^^i'^> 4 - t - :/ H 4- :^ ^i/ 'i-' - :?' 
^mi^ 1 ~ 3 ©itmcDT ;i/ + ;i'mTei^$ taTv^-c J: 



wo 91/16314 _ PCr/JP91/00517 

Jim. j:. h ^ i/ti Jl:^:^?im. n - CI i/ :^ JUyjr::=-Jim. 
i - ^a 7K4^ — n - y h^-ytf Ji7f.zLj\,m. 

i -7' h^i/:^7;l/5K — sec-Zf h=^iyt! Jl^:^Jim. 

2-ifVi?JV&. 3-}f^)'yjim. 4-tfUi^;i/S. y 
iym. sec-zr h^i/m. t - zr h ^i^m. z>:i.j^i^m. 

jir I y :«7 ;i/ Ji^' — ;u N - n - ^ n tf ;i/ t $ j ti jim^Ji^ 

N - i - if Ji^T I ^ tf Jl^s:.;i^m. N - n - ZT J- 
T I J tl Jl^:=^Jim. N - i -f^Jir I J tf Jl^^^^Jim. 
N- sec- Zf^ JVr i J :ij Jlr^^^Jim. N-t-y^JlTi 
J t> Jl^s:z.Jim. N - ^ n y a e ;L' T $ J ij Jl Jl^ . 

T $ J Jl^^:^Jim. N - iy ^ o JIT i J :^ Jl m — Jl 

N - i7 VI ^Zfi^ JIT i ^ JU^^^^JlM. N-iyi7vi:t 

^jiT $ y 3!7 — n - :? x -;1/T ^ y :^ ;u ;K ;u 

N-2-5=-TyU>'L'T^y;«7;U5}t^-;U^> N - a -^t 

'/ >; ;u T ^ y :^ ;i/ — ;u N - 5 - 5^ f vu -'i/ t ^ j ±i j\^ 

m=-jim. N - 2 - ^ T T V JiT i ^ ii ji =• Jim. n 

- 5 - ^ T T 7* U T ^ y ;u — ;u * . 1 - T U y 

1 - T-tf ^ y ;U5K^yuS. i-fnui? 

y ^ ;U :K ^ v'l' ^ ^ 1 - tf U y ;U ^ S > 1 - ^ ^ f 

^ i; y :^ - S . 1 - ( 2 . 5 - y f - ;u ) f □ 'j 



wo 91/16314 



- 12- 



PCr/JP91/00S17 



1 _ ( 4 - 7 i ^ ;u ). h" ^ U i> y :^ - -'^ ^ - N - ^ -'I' 
:2.;l,;}-.:^;UT ^ y N - 5^ ^l' ^ 'i'^ - 'j' ^ ^ N" 
n -:/D b-;^x;u^^-'i'T ^ y N- i -•:?'a 
=-)Vy I jm> N - n -7*5^;l/X;U5^-;l'T = y N - i 

-3rf-;ux;i'5h-;i/T ^ y N- sec- 
^ U y 357 N-:7 ^ ;V'^->'1/T ^ y ^ 

n-^Dtr;l'«> i-^aif;i.^. n-r^^^^l'i^. i 

i-3^t3H;w^. n-y'^^i'Ss sec-:7*f- 

3L5^;l.>^;t/7h-;l'T ^ y ]<[ - n - a \^ )\, 7. )\' ^ 
Jir i J N-i-:7'nh';UX;l''h-=->'W7^yS. N-n 

-:rf-;i/x;b^s^;i'T ^ y n - i - 7'f-;i/x;u4-^-/i/T 

iy^^ N- sec-T^'^>'l'>^''V'^ — -^^7 ^ N-t-7* 
i -Zfut'^i^m. n-zr V^iy^. i-yh + i/m. sec 



wo 91/16314 



- 13 - 



PCr/JP91/00S17 



i-TT'Db*;!/!!, n-zf^^im. sec-y^ 

- y a f;l/5=-:^-^. n -:7^5^;l/f^:^^. i-y^^Jl^:tm. 

sec- ■y'^ t-zr^jn^-tm^ / -y 

^ , ju X Ji:^-^ -y^^ n - :/ n f ;u ^ ^ S . i - 
y n \d)lXJl 4-^ 4^ ^ . n - 7* 5^ ;U X ;U 4^ -> ^ . i - :7* 5^ 
;U ;i/ 4^ sec- >^ ^ -'l' ;^ 4^ S> t - 3?* 5^ ;U x 

;l/3}^4^iyS. y f-;U::?.;U5h^;b^> ;U ;U ^Jv ^ ;u ^ , n 

- b*;i/;^^U5^^>'L'^> i - b';ux;u^ — >'U*> n- 
y Jl Ji^ ^ ^ ^ i - 5^ ;l/ ;i/ — ;U S > sec- 

;l,,+x^;l/^XIi t - ZT =f- Jl :^ Jl )imx- ^ tlf^m 

1- (2-:^4^V) T4f5^i^-;U^. 1- (2-:^-4^7) f 

0 U 1 - ( 2 -:t4^ V) f-^ U 1 - 

( 2 - :f 4r 7 ) ^^ ^ f ^ 'j >'L'*. 1 - ( 2 - ^ 4" 7 - 3 . 
3_c^^5^;l,) IfniJi^ — 1- (2-:r4^7-5. 5 

- y ^ k" D U — N - J>f h 4^ ^^sujir I 

N - h 4^ i^:^7 >'l"-J^^-^l'T ^ y N - n - 7°D .-K4^ 
ytiJl^^:^JlTi y N - i - 7" n ;K 4^ •> ;U — ;l/ T $ 

J N - n - y h ^ ytr jum^j\^T i y n - i - t' h 

^ -y Jl^^^Jl^T i y m^ N- sec-y h ^ y i7 Jl^^ — Jir 

1 J 1<1 - t - y h ^ y tf )l yf^ Jir i J 3 - (2- 
:f 4^ 7 ) 4^ ■t^ 7* U - ^1/ 3 - ( 2 - ^ 4^ 7 - 5 . 5 - 

y ^ ) ^ 4^ -9- 7' 'J — -'I' 3 - ( 2 - :^ 4^ 7 - 4 . 4 



wo 91/16314 ,^ PCr/JP91/00517 

- 14 - 

- ^) -y^Ji'm. 3 - ( 2 - V - 5 , 

n - 'rT'o tf i-:/nbf;UX. n-zr^)im. i 
sec- ^'f-^w^s t - 7*^;i/S*-^ffi^lwM^'^ 

^^ti/cN, N-i?smT^ym. i-y4ff-v'ySs i- 

U y S> 1 - tr^ U y 1 - ( 2 . 5 - ^^'l') 
b'nUi^y^. 1- (3. 4 - h'D U i^^y ^> 1 

- (4, 4-i>j>«5^^u) f^Ui^ys. 1- (4->'x-;b 

p{ ^ ;U ) h' 5 y S > 1 - ( 4 - 7 X - ;l/ ^ ;l/ ) tf ^ 

fz I - ( 4 -gm^ X ^^i') tf ^5 i?^;i/SX« 1 - 
(4 -s^-gSl7x-;i,/f-;u) s^-^'U^. 7x-;u 

-7 x-;ux;U5^-;UT ^ y Uli. n- T;^4-;^x;^>^^-;^ 
T ^ y ^liX{tN - T ;u a ^ ^ ;u:fC — ;UT ^ y ^^©S^ 

*^SI^$*i-^^N-T;U4^;l/-N-7xri;u;?.;l/;}^ — ;l/T ^ y 
N, N - i^T;^^;^x;l/7^^ — ;i/T ^ y ^^XitN - T 
;l/ 4- ;l/ - N - T ;u a 4^ * — ;u T ^ y b < (i ±fa 

- 7 X — ;i/ 7. ;i' ^ >'i' T $ J N - T ;i/ ^ X ;i/ ^ ;u T 



wo 91/16314 



- 15 - 



PCr/JP91/00517 



^ n ^ o 

xcomi^i^i t vxit. 7H.mm^. ^mm^. ^m^^^. > 

A - \L ^) 'J )\^m. h' U >3^±® 2 4 ti. 5 liX 
6 r^mHi^. m^D^^. ^^ll^-> s-i^^m^. ^ 

t - h ^i/ST'g3^^n/iei§l 2 - f 'J 3 - b* 'J 

2-7';;i'S. 3-:7y;i'^. 2-f-x-;i/^. 3-5^xzi 
;t/S. i-^:75^;i/S. 2 - :7 f- 7 3^ u 
i^^cDttST^-^ h Ko ^ y h 4^ iy^. X h 4^ i/^. n- 
:/d:}?^'>S. i - .^-^ i/^, n-zrv^i/m. i - 
h4^'>S. sec-:/ h 4->^IIXI* t - V^i/mxm.^^fi 

7';/||Il^s m^Jl^> ^^li^-s 3'^^J^T-> 



W091/16M4 PCr/JP91/00517 

- 16 - 

x5^;l/^> n t:';u«. i - n --7*^ 

1 - 8 ommxit^^moT ji^jimt^ihfi^T 

f- b 1. 2 - 1. 3--:^ 

:j-.^iy:^a t° U > t felt 0 - -V^fJ^^^f <htl ^ o ZZX-. 

n-y'i-Ji'^^ sec-7*f-;i/^s t-y'i-Ji 

:9-€t^X{*3§t^cDT :7j^^;i/^. f-TVU;u 

fe© t bxii. 3 - t° >j i^j\^mx\t 3 -sm- 4 - ^ b^-> 
-m^ c I c) 



wo 91/16314 



- 17 - 



PCr/JP91/0©S17 



0 




T)l^U>^^Y^' COaR'" (R = " {iM^ifc 1 ~ 4 ©am 

R- 

con( 

^R" 

mm. 1 3 (DumcDT Ji^jimxity ^^-jumTm^^tix 

N-SOzR" 
R' 

iVitii^mm'iF-xum.mm i ~ 4 ommxit^^mor Ji^^ 



wo 91/16314 



- 18 - 



PCr/JP91/00517 



{iS(0).-R^Hm{i 0 Xli 2 R>Mi^^m 1 - 4 (DUmxlt 

0 
11 

N-C-R**' 
I 

N-COa-R'" 
I 



wo 91/16314 



- 15 ~ 



PCr/JP91/00517 



2 — 6 ®T p y^J^^^-So ) . 



(H)3-, 



Xc' {iiMmH^. ^^l^^Xii i^T y S^^f o 
Ar' {i 3 - h° U i?;b^X{* 



1 ~ 4 © T u > YMi:7i— ib^. COzR''. 






wo 91/16314 



20 - 



PCr/JP91/00517 



. g I CD n (;i y ^'l' '=5' -'l' ^ i V . sec -fe v i'' U 
Ikeit/^fl^m. Et{iJ.^;i'«> Pr{iyaf;US. Bu(*-7* 
Pen {i^Vf-^l'S. Hex li^^i/^VS. Hep it^-f 
Oct (i^i- ^ f-^b^. AcliT-t^;l'S. Phli7i-;l' 



wo 91/16314 




PCr/JP91/00517 - 





wo 91/16314 



- 23 - 



PCr/JP91/00517 




i 



wo 91/16314 



- 24 - 



PCr/JP91/00517 




Q45 

.0(CH2)2C0NPh 




Q47 

.0(Cli2)3Ph 



Q48 

.0(CH2)3C02H 



wo 91/16314 

- 25 



Q49 




PCT/J[P91/06S17 

Q50 




i 



wo 91/16314 



- 30 - 



PCr/JP91/00517 




wo 91/16314 



- 31 - 



PCr/JP91/00517 




1 


H 


(CH2)BC02Me 


H 


H 


CI 


Q23 


2 


H 


(CH2)5C02H 


H 


Tf 

H 


CI 


Q23 


3 


H 


(CH2)5C02Me 


H 


H 


CI 


Q76 


4 


H 


(CH2)6C02H 


ft 

H 


TT 

H 


CI 


Q76 


5 


H 


CH2C02Et 


TT 

H 


f T 

H 


CI 


Q76 


6 


H 


nr f fx r\ TV 

CH2CO2H 


H 


TT 

H 


CI 


Q76 


7 


Tt 

H 


riTf pn If^ 

Cn2Cu2Me 


u 
n 


u 
n 


PI 


07R • HPl 


8 


H 


(CH2)sC0NHMe 


H 


IT 

ti 


p 1 

LI 




9 


H 


(CH2)5C0NMe2 


IT 

H . 


TT 

H 


CI 




10 


H 


(CH2)5C0NH2 


H 


H 


CI 


Q23 


11 


H 


(CH2)6C0-Q87 


H 


H 


CI 


Q23 


12 


H 


(CH2)6C0NEt2 


H 


H 


CI 


Q23 


13 


H 


(CH2)sC0N(Me)-Ql 


H 


H 


CI 


Q23 


14 


H 


(CH2)3C02Et 


H 


H 


CI 


Q23 


15 


H 


(CH2)8C02H 


H 


H 


CI 


Q23 


16 


H 


(CH2)3C0NMe2 


H 


H 


CI 


Q23 


17 


H 


(CH2)3C0NEt2 


H 


H 


CI 


Q23 


18 


H 


(CH2)3C0-Q87 


H 


H 


CI 


Q23 


19 


H 


CH2C02Et 


H 


H 


CI 


Q23 


20 


H 


CH2CO2H 


H 


H 


CI 


Q23 



wo 91/16314 



- 32 - 

mi ( ^ ) 



PCr/JP91/00517 



No. 




R* 


R' 


R* 


X 


Ar 


21 


H 


V vil 2/3 INuOU 2 


H 

1 1 


H 


CI 


Q23 


22 


H 




H 

1 1 


H 


CI 


Q76 


no 

23 


u 
n 


vuJla / 2nnou 2111 


H 


H 


CI 


Q23 


24 


IT 

n 


Vvn2/ 2iN"^>^2ru 


H 


H 


CI 


Q76 


25 


H 


v,l/n2y bI/vJIN u riz 


n 


H 
11 


CI 


023 


26 


TT 

H 




n 


H 
11 


CI 


Q23 


27 


H 


Cun2-/5tU t!o^ 


U 
n 


11 


CI 


023 


28 


TT 

H 




n 


ii 


CI 


Q76 


29 


H 


/nil \ pnxuiA 
CCn2-)5tUNMe2 


u 
n 


H 

n 


CI 


Q76 


30 


TT 

H 


CCn2y7LU2Me 


u 
n 


n 


CI 


Q23 


31 


TT 

H 


fnu \ pn p 
CCn277tU2n 


u 
n 


n 


CI 


023 


32 


TI 

H 


/nu ^ PH— HQO 


H 

n 


11 


CI 


Q76 


33 


TT 

H 




n 


H 
11 


CI 


Q76 


34 


TT 

H 


/PU \ pnuifa 


n 


11 


CI 


023 


35 


H 


/PU \ PHMFf 


H 

n 


H 
11 


CI 


Q23 


36 


TT 

H 


/^PU ^-P^M-n-Pr« 

vUn2 / 7 oviiN n ii2 


H 
11 


H 

1 1 


CI 


Q23 


37 


TT 

n 


folk ^-p^-0R9 


11 


H 


CI 


Q23 


38 


n 


rPH-'^^Pn-QRS 
V,l»n2^7uu yoo 


11 


H 


CI 


Q23 


39 


TJ 

n 


/PU ^,pn-0fi7 


H 

11 


H 


CI 


Q23 


40 


u 
n 


/PU ^.pn«Mp 


H 


H 


CI 


Q16 


41 


H 


/PU x pn xIa 


U 

n 


u 
n 


Br 


Q23 


42 


H 


(CH2)!C02H 


H 


H 


Br 


Q23 


43 


H 


(CH2)sC0NMe2 


H 


H 


Br 


Q23 


44 


H 


(CH2)5-Q82 


H 


H 


Br 


Q23 


45 


H 


(CH2)s-Q83 


H 


H 


Br 


Q23 



wo 91/16314 



-.2Z - 



PCT/JP91/00517 



mi cm) 



No. 


R' 




R' 


R* 


X 


Ar 


46 


H 


(CH2)sC0NBt2 


H 


H 


Br 


Q23 


47 


H 


(CH2)5C0N-n-Pr2 


H 


H 


Br 


Q23 


48 


H 


(CH2)5C0-Q87 


H 


H 


Br 


Q23 


49 


H 


(CH2)6C02H 


H 


H 


CI 


Q16 


50 


H 


(CH2)3C0-Q83 


H 


H 


CI 


Q23 


51 


H 


(CH2)7C0-Q83 


H 


H 


CI 


Q76 


52 


H 


(CH2)7C0-Q83 


H 


H 


CI 


Q76 • HCl 


53 


H 


(CH2)6C0NMe2 


H 


H 


CI 


Q16 


54 


H 


(CH2)5C0NEt2 


H 


H 


CI 


Q16 


55 


H 


(CH2)6C0N-n-Pr2 


H 


H 


CI 


Q16 


56 


H 


(CH2)6C0-Q82 


H 


H 


CI 


Q16 


57 


H 


(CH2)5C0-Q83 


H 


H 


CI 


Q16 


58 


H 


(CH2)»C0-Q87 


H 


H 


CI 


Q16 


59 


H 


(CH2)7C02Me 


H 


H 


Br 


Q23 


60 


H 


(CH2)3C0-Q84 


H 


H 


CI 


Q23 


61 


H 


(CH2)5C0-Q84 


H 


H 


CI 


Q23 


62 


H 


(CH2)7C0-Q84 


H 


H 


CI 


Q23 


63 


H 


(CH2)7C0NMe2 


H 


H 


Br 


Q23 


64 


H 


(CH2)7C0NEt2 


H 


H 


Br 


Q23 


65 


H 


(CH2)7C0N-n-Pr2 


H 


H 


Br 


Q23 


66 


H 


(CH2)7C0-Q82 


H 


H 


Br 


Q23 


67 


H 


(CH2)7C0-Q83 


H 


H 


Br 


Q23 


68 


H 


(CH2)7C0-Q87 


H 


H 


Br 


Q23 


69 


H 


(CH2)4C0-Q83 


H 


H 


CI 


Q76 


70 


• H 


(CH2)4C0-Q83 


H 


H 


Br 


Q76 



wo 91/16314 



- 34 - 
^ I ( ^ ) 



PCr/JP91/00517 



No. 


r 






R* 


X 


Ar 


71 


u 
n 




H 
It 


H 


CI 


Q23 


72 


u 
n 




H 


H 


CI 


Q76 • HCl 


73 


u 
n 




H 


H 


CI 


Q76 • Q105 


74 


TT 

n 


V.Un2^5bU yoD 


H 
n 


H 

11 


CI 


076 


75 


H 




u 
n 


li 


CI 


Q76 • HCl 


76 


H 


Ctn2-)5UU-lioD 


u 
n 


H 


CI 


Q76 • Q105 


77 


H 




H 
n 


11 


CI 


076 


78 


H 


ITU ^ PH-Qft^ 


H 


H 


CI 


Q76 • HCl 


79 


TT 

n 




H 

n 


H 

11 


CI 


Q76 • HCl 


80 


XT 

H 


(.1/112^ 2ru 


U 
n 


n 


Br 


Q76 • HCl 


81 


TT 

H 


^nu \ PH— HQQ 


n 


H 
11 


CI 


Q76 • HCl 


82 


TT 

H 


/TU N PH— flQQ 

v.l/n2-/4V/U Woo 


n 


11 


Br 

XJX 


Q76 • HCl 


83 


TT 

H 


Ctn2/2rn 


u 
n 


p 

n 


Br 


023 


84 


TT 

H 


/^PTJ ^ Ph 
Vbn2/8rll 


n 


H 

11 


Br 


Q23 


85 


TT 

n 


vl/ii2y 3rn 


H 


H 


Br 


Q76 • HCl 


86 


TT 

n 


fru ^-p^-QQ*^ 
v,vn2/5V/v yyu 


H 


H 


CI 


Q23 


87 


u 
n 


^pu ^.p^-QQR 


H 
11 


H 


CI 


Q23 


88 


TT 
H 


Vun2y 3111 


H 


H 


Br 


Q58 


OA 

89 


u 
n 


^^PH«^ ^pn«H 
^von2y 50U2n 


H 


H 


Br 


Q76 


90 


u 
n 


fPHo^oPh 
Vwn2/ am 


H 


H 


CI 


Q23 


91 


TT 

H 


/pu ^ Dh 


n 


11 


CI 


076 


92 


H 


(CH2)3Ph 


H 


H 


CI 


Q76 • HC 


93 


H 


(CH2)3Ph 


H 


H 


CI 


Q76 • or 


94 


H 


(CH2)3Ph 


H 


H 


Br 


Q61 


95 


H 


(CH2)4NHS02Ph 


H 


H 


CI 


Q76 



wo 91/1«314 
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n 






R* 


X 


Ar 


96 


H 


(CH2)4NHS02Ph 


H 


H 


Br 


Q23 


97 


H 


(CH2)4NHS02Ph 


H 


H 


Br 


Q76 


98 


H 


(CH2)«NHS02Ph 


H 


H 


Br 


Q23 


99 


H 


(CH2)6NHS02Ph 


H 


H 


Br 


Q76 


100 


H 


(CH2)4NHS02Ph 


H 


H 


CI 


Q23 


101 


H 


(CH2)3Ph 


H 


H 


Br 


Q76 


102 


H 


(CH2)4Ph 


H 


H 


Br 


Q76 


103 


H 


(CH2)4Ph 


H 


H 


Br 


Q23 


104 


H 


(CH2)3-Q10 


H 


H 


Br 


Q76 


105 


H 


(CH2)3-Q2 


H 


H ' 


CI 


Q76 


106 


H 


(CH2)3-Q2 


H 


H 


Br 


Q76 


107 


H 


(CH2)3-Q2 


H 


H 


CN 


Q76 


108 


H 


(CH2)3-Q88 


H 


H 


Br 


Q76 


109 


H 


(CH2)3-Q88 


H 


H 


Br 


Q23 


110 


H 


(CH2)3-Q88 


H 


H 


Br 


Q28 


111 


H 


(CH2)3-Q90 


H 


H 


Br 


Q76 


112 


H 


(CH2)3-Q90 


H 


H 


Br 


Q23 


113 


H 


(CH2)5C0NHPh 


H 


H 


Br 


Q76 • HCl 


114 


H 


(CH2)3C0NHPh 


H 


H 


Br 


Q76 


115 


H 


(CH2)8C0NH-Q96 


H 


H 


Br 


Q23 


116 


H 


(CH2)3C0NH-Q97 


H 


H 


Br 


Q23 


117 


H 


(CH2)5C0NH-Q97 


H 


H 


Br 


Q23 


118 


H 


(CH2)3C0NEt2 


H 


H 


Br 


Q76 


119 


H 


(CH2)sC0N(Me)-Ql 


H 


H 


Br 


Q76 


120 


H 


(CH2)3C0N(Me)-Ql 


H 


H 


Br 


Q23 
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mi (.my 



No. 


R' 




R' 


R* 


X 


Ar 


121 


H 




u 
n 


u 

n 


Rr 


076 • HCl 

^ 1 W i IN/ X 


122 


rj 

n 




H 


H 


Br 


076 


123 


IT 

n 




H 

n 


H 


Br 


Q76 • HCl 


124 


TT 

H 




n 


H 

n 


Br 


Q76 


125 


H 


/"nu \ pnxi ^D+^—P^l 
CCn2y5V/UNvbi/ rn 


u 
n 


U 

n 




023 


126 


TT 

H 


/ATI \ PH— nQ7 


u 
n 


n 


Rr 


076 • HCl 

1 W IIW A 


127 


H 


/^PU \ PHwHOV 

CCn2y3oU^yo/ 


n 


n 


Rr 


076 


128 


H 


/■pu \ pn_nQ^ 
CCil2y6Uu-yoo 


u 
n 


n 


ri 


023 


129 


H 


CCn2}4NnLUrn 


U 

n 


u 
n 


Rr 

Dl 


076 


130 


H 


CCn2y4NnuUrn 


n 


u 
n 


Rr 

Dl 


023 


131 


ft 

H 


/'PU \ — noQ 
Ctn2>)s yo5 


u 
n 


H 

n 


Rr 


Q76 


132 


H 


/nu \ Aoo 


u 
n 


u 
n 


Rr 

Dl 


076 


133 


IT 

H 


/'PU \ ^HQQ 


u 
n 


n 


Rr 

Dl 


023 


184 


»T 

H 


/PU ncin 


u 
n 


u 
n 


Rr 

Dl 


076 


135 


H 


/PU \ non 


y 
n 


n 


Rr 

Di 


076 • HCl 

^ f V/ 11 V A, 


136 


f T 

H 


/PU ^ MUCH 14a 


u 
n 


u 
n 


Rr 


Q76 


137 


H 


^nu ^ -non 


u 
n 


H 


Br 

Ul 


Q23 


ion 

138 


TT 

n 


V*vn2/ 3linOU2iw>? 


H 


H 

11 


Br 


076 


139 


u 
n 


vun2y 5nnOU2lHC 


H 


H 

11 


Br 


Q23 


140 


If 
n 


rPH-.^-,NH<sn«Up 

\vn2/ 3lNnOU2mC 


H 


H 


Br 


Q23 


141 


H 


(CH2)2N(Me)S02Pn 


u 
n 


u 
n 


Rr 

or 




142 


H 


(CH2)4N(Me)S02Ph 


H 


H 


Br 


Q76 


143 


H 


(CH2)2N(Me)S0aPh 


H 


H 


Br 


Q23 


144 


H 


(CH2)4N(Me)S02Ph 


H 


H 


Br 


Q23 


145 


H 


(CH2)3N(Me)S02Me 


H 


H 


Br 


Q76 
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No. R' X Ar 



1 AC 


u 
n 


K\>ti2/ SnV^Incy 0U2MC 


147 


n 

n 


V Ln 2 y 3 N vMe ^ oU 2 Me 


148 


"It 
H 




149 


H 


CCn2y4NHLU2Me 


150 


u 
H 


vUnay 5NnUU2J«6 


151 


H 


V.tn2^3NntU2Me 


152 


11 
n 


/pu ^ Mupn Ur\ 
Cln2^4NrltU2Me 


153 


TT 

H 


/pu \ XTUpn Ua 
CCn2y 5Nnl/U2Me 


154 


u 
n 


/PU ^ M/Mo^rn Uo 


155 


H 


/PU ^ M/'lla^p^ Ut^ 


156 


M 

H 


/PU \ M/Ur^^P^ U/a 


157 


H 




158 


ti 
H 


/PU \ M/IIaNPH Ha 


159 


IT 

H 




160 


ij 
n 


/PU ^ ~nQQ 
v^tn2/6 yob 


1 CI 

161 


u 
n 


/PH ^ -DftQ 


loz 


u 
n 


/PH-^.-OftQ 
vvn2/6 Wo» 


1 Do 


u 
n 


fPHo'i^-Ofiq 

Vwll2/4 ^Ou 




u 
n 


V vn2 y 4 uouiNnr 11 


165 


H 


(CHa^eOCONHPh 


166 


H 


(CH2)3-Q2 


167 


H 


(CH2)3-Q2 


168 


H 


(CH2)4-Q2 


169 


H 


(CH2)3-Q2 


170 


H 


(CH2)3-Q2 



U 

n 


u 
n 


Rr 

Dl 


07fi 


U 

H 


u 
n 


Rr 




u 
n 


u 
n 


Pt- 

DF 


yzo 


TT 

n 


u 
n 


Br 


y (0 


u 
n 


u 
n 


Dl 


07 fi 
y 1 u 


u 
n 


u 
n 


dT 


07 ft 


TT 
H 


u 
n 


dT 


y^^o 


u 
n 


u 
n 


ur 


yzo 


u 
n 


u 
n 


Di 


07ft 


H 


li 


dt 


07ft 

y 1 D 


Tl 

H 


IT 

n 


Br 


PTC 

y / D 


TT 

H 


TT 

n 


or 


yzo 


IT 

H 


IT 

n 


Br 


POO 

y2o 


u 
n 


u 
n 


dt 


07ft 

y f 0 


u 
n 


u 
n 


Br 


y / D 


u 


u 
n 


Pr 

Br 


07ft 


u 
n 


u 
n 


Pr 
DT 


y^o 


u 
n 


u 
n 


Rr 

Dl 


023 


y 

n 


n 


Rr 




H 


H 


Br 


Q76 • HCl 


H 


H 


Br 


Q76 • HCl 


H 


H 


CI 


Q76 • HCl 


H 


H 


CI 


Q76 


H 


H 


Br 


Q76 • Q104 


H 


H 


Br 


Q76 • Q107 
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I ( ) 



No. 










X 


Ar 


171 
1(1 


u 
n 




H 


H 


Br 


Q76 • Q106 


1 IC 


u 
n 




H 


H 


Br 


Q76 • Q108 


I/O 


u 
n 




H 


H 


Br 


Q76 


1 7/1 
1 1 'i 


u 
n 


\wll2y4 h' 


H 


H 


Br 


Q76 


1 TC 
1 f 0 


u 
n 




H 


H 


Br 


Q76 


1 fO 


u 
n 




H 

11 


H 


CI 


Q76 


1 77 
1 ( / 


u 
n 


CPH -07 


H 


H 


Br 


Q23 


1 1 o 


u 
n 


fPHo'i^-Qll 

\\jliZJZ 


H 

11 


H 


Br 


Q23 


1 TO 

17b 


U 

n 


rPHo')-.~012 


H 

11 


H 


Br 


Q76 


1 on 
loU 


n 


rPH«^*-Qfi 

VOn2/3 VtO 


H 

11 


H * 


Br 


Q76 


1 oi 
181 


u 
n 




H 

ii 


H 

11 


Br 


Q76 • HCl 


1 oo 
loZ 


U 

n 




H 

11 


H 

11 


Br 


Q76 


1 oo 
loo 


II 
ii 




H 

11 


H 


Br 


Q23 


1 Q/ 

lo4 


u 
n 




H 


H 


Br 


Q76 


loD 


n 


fPHo^^-025 


H 


H 


Br 


Q23 


loD 


u 
n 


Vuli2/3 tt«v 


H 


H 


Br 


Q76 


1 07 

lof 


u 
n 


rPHo^«-Q26 


H 


H 


Br 


Q23 


loo 


u 
n 


CPH«^3,-015 

\vii2/3 


H 


H 


Br 


Q76 


loy 


u 
n 


CCH,')a-015 


H 


H 


Br 


Q23 


1 on 
lyu 


n 


(CH«)a-Q13 


H 


H 


Br 


Q76 


191 


TT 

n 


\\ji\2}2 yi^ 


11 


11 


Br 

1^1 


076 


192 


H 


(CH2)3-Q75 


H 


H 


Br 


Q23 


193 


H 


(CH2)3-Q98 


H 


H 


Br 


Q76 • HCl 


194 


H 


(CH2)3-Q99 


H 


H 


Br 


Q76 


195 


H 


(CH2)3-Q99 


H 


H 


Br 


Q23 
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No. 






R" 




X 


Ar 


196 


H 


(CH2)3-Q76 


H 


H 


Br 


Q76 


197 


H 


(CH2)3-Q76 


H 


H 


Br 


Q23 


198 


H 


(CH2)20Ph 


H 


H 


Br 


Q76 


199 


H 


(CH2)20Ph 


H 


H 


Br 


Q23 


200 


H 


(CH2)6CN 


H 


H 


Br 


Q76 


201 


H 


(CH2)6CN 


H 


H 


Br 


Q23 


202 


H 


(CH2)2-Q82- HCl 


H 


H 


Br 


Q23 


203 


H 


(CH2)sNMe2 - HCl 


H 


H 


Br 


Q23 


204 


H 


(CH2)2NEt2 - HCl 


H 


H 


Br 


Q23 


205 


H 


(CH2)8-Q92-2HC1 


H 


H 


Br 


Q23 


206 


H 


(CH2)3-Q93-2HC1 


H 


H 


Br 


Q23 


207 


H 


(CH2)3-Q94 • 2HC1 


H 


H 


Br 


Q23 


208 


H 


(CH2)8Ph 


H 


H 


CI 


QlOl 


209 


H 


(CH2)sC0NEt2 


H 


H 


CI 


QlOl 


210 


H 


C(Me)H(CH2)2Ph 


H 


H 


Br 


Q76 • HCl 


211 


H 


(CH2)8Ph 


Me 


H 


CI 


QlOl 


212 


H 


(CH2)2C(Me2)-Q2 


H 


H 


Br 


QlOl 


213 


H 


(CH2)3-Q93-2HC1 


H 


H 


Br 


QlOl 


214 


H 


CH2C(Me)2CH2-Q2 


H 


H 


CI 


Q76 


215 


H 


C(Me)H(CH2)2Ph 


H 


H 


Br 


QlOl 


216 


H 


(CH2)3-Q2 


H 


H 


CI 


QlOl 


217 


Et 


(CH2)3Ph 


H 


H 


CI 


QlOl 


218 


i-Pr 


(CH2)3Ph 


H 


H 


CI 


QlOl 


219 


H 


(CH2)8NHC02Me 


H 


H 


Br 


QlOl 


220 


H 


C(Me)H(CH2)2-Q2 


H 


H 


Br 


Q76 
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No. 










X 


Ar 


221 


H 




U 

n 


u 
n 


Dl 


078 


222 


H 


/'nil ^ no 


u 
n 


ti 
n 


Rr 


099 


223 


H 


(CH2)3-Q2 


n 


n 


Rr 

or 


Dinn 


224 


H 


(CH2)3-Q2 


u 
n 


U 

n 


Rt- 


01 09 


225 


H 


(CH2)3-Q2 


IT 

n 


ti 
n 


dT 


Ph 


226 


Me 


(CH2)3-Q2 


IT 

H 


u 
n 


Pi* 

dT 




227 CH2CO2H 


(CH2)3-Q2 


IT 

H 


TT 
H 


Br 


yzo 


228 


H 


(CH2)3-Ph 


TT 

H 


TT 
H 


or 




229 


H 


(CH2)3-Q10 


IT 

H 


TJ 

li 


dT 


07 ft 


230 


H 


(CH2)3-Ph 


H 


TT 

n 


Br 




231 


H 


(CH2)3-Q2 


TT 

H 


rj 

n 


Br 


no A 


232 


H 


(CH2)3-Q2 


IT 

H 


TT 

H 


Br 


yz / 


233 


H 


(CH2)8-Q2 


H 


TT 

H 


Br 




234 


H 


(CH2)4Ph 


TT 

H 


TT 

n 


Br 


OOQ 


235 


H 


(CH2)3-Q11 


TT 

n 


TT 

n 


Br 




236 


H 


^ fyji \ no 

(CH2)8-Q2 


u 

n 


u 

n 


or 


01 0^ 


237 


H 


CCH2;3-Q2 


11 
n 


u 
n 


Rr 


Q7Q 
^ 1 1; 


238 CH2C02Et 


/nil \ no 


u 
n 


u 
n 


Rr 




239 


H 


/ntJ \ AO 


TT 

n 


u 

n 


Rr 
DF 


09^ 


240 


H 


/■ptl \ AO 

CCn2)3-Q2 


u 
n 


II 
n 


Rr 
DF 




241 


H 


(CH2)3Ph 


H 


H 


CN 


Q76 


242 


H 


(CH2)3Ph 


H 


H 


CN 


Q21 


243 


H 


(CH2)3Ph 


H 


H 


CN 


Q23 


244 


H 


(CH2)3Ph 


H 


H 


CN 


Q24 


245 


H 


(CH2)3Ph 


H 


H 


CN 


Q28 
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No. 



R^ 



R^ 
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TT 
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CN 
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248 
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H 


CN 
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249 


H 


(CH2)3Ph 
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H 
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CN 
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tT 
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CN 
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CN 
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;&igitt-^^J*"C«.^o *StS©J^^i:^«i:^-^^ C I D- 
a D J^O^ C I D - b D -eS^^n-S 6 - - h vimmi^\tXW^ 
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- 60 - 

;5<t^«gD^#StC«. SIS^(5)- (i) Cfcl^T CID- 

a) en (Dri)<7Kmm^'ch^^^&'^^^-^^- ^ 

Ka7 5:=-;W^. 2 - b 0 f- V ;l' x h ^ ^ f- * 
(MesSiCH^CH.OCH.-) . tf n ;U 4=- ^ ^ ^1/^ (MeaC- 

co.CH.- ) > 

( ^^-CHaOCHj-) . 
k Kai^-^^^;!'^. y b^i/y f-^bS. (MeOCH^-) . 

C03R QR\t^m.TJV^)im^i^^r^o ) ^Ti^^fft b<ffli.^ 

;5 BjfeiSm^#^^ffl ^ ^ - ^ «^ - '^^^"^ ^ ^ 



wo 91/16314 PCr/JP91/00517 

- 61 - 

T 5) n (i' # C fiJ Pfi »i o 

i^izMhxmn 1 . 2~i 0 {g^;ui^ffi-rnii*+^T^ §o 
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- 62 - 



PCr/JP91/00517 



N 




N 



1 

N-CH-Ar 

OR'^ 1 
R^ 




C I B - a ) 



0 




OR^ 1 




R* 

I 

N-CH-Ar 
R' 



CI ED 

R'. R'> R'- R*- X^S-O^ArliluiacI^ bo ) 
S);5^(6){i-«g^ CI B- a) OA-^-^m^^O^-a 
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% S> o 



Ir 



wo 91/16314 



64 - 



PCT/JP91/00517 




0 

N ' 

I 

0 




N-CH-Ar 
I 

A' r 

^ CO2R' 



C I F 



_ a 1 



HN 



evil) 



N 




N 



0 



/ 




N-CH-Ar 
I 



R^ 



C I F - b ) 

i^^. R^ R*. R'> R'> K\ k\ X R0kT\tmUizm 
bo ) 

^m^a:)\t-m^ ci f - a) o q - co-ti Ji^^^^yr 
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^ I H\ :^ ;l/ - ;u ^ $ y y* - ;l/ s N - t K n 4^ i/ 

m-^ ^ F^cDit-i-i^u^ffi < umr ^ z ti3<x 

^:r.::z,r-Jim^m^^x^m^^ft^itmnir^o z<Dm^. m 
mt \^x\t]^^^\zm^Lfi\'^mmfi ^^{zum\tfi <{^t/o 

mm^m^x^ ^tf^. iiSB o~i 5 o 'commxmm-r ^ 



wo 91/16314 



- 66 - 



PCr/JP91/00S17 



0 




O-A'-COzR' 

CI G - a D 




0-A'— CON 



C I G - b D 

i^^. R\ R^ R^ R*> R^ k\ x . z^scJ^AMtm^ 

tc U o ) 

SC5^(8) {i-fiS^ C I G - a) ©5 - (a)-*;U^-+-> 
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0 




CI H- a D 



0 




0 

C I H - b > 



i^^. R\ R\ R'. R'> R'" X {^BtjifiCllbo ) 

SIS5^(9) CI H - a D ® 5 - f U ^ f-^UT 

it-r ^^jS-efe-So ^^b^PJt bT{i> iiim^. iiitiE. ii^ 



wo 91/16314 _ g3 . PCr/JP91/00517 

;^w^A. i>t7r2X2 ^^y. \, 2 - t7 n u :sl ym) . ^ 

CI H - a) ©5-tfy i^;l/^f-;l/T $ y^^f^ic^j-btii 
1 - 1 0 b < 1 . 2 ~ 5 

^m^nmir ^ z ti)<X^ 

^^^(D^Wi^ c n ® 3 ( 2 H) - f y ^^i^y 
T{i> (^T. is^i^. mffi^p3a*r) . 

com&izMLx. :^^m<t^o!i!}^mo . 1-99. 5%. if 
^b<i**'^o. 5-95 
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- 69 - 



PCr/JP91/00517 



0 0 0 3 -1. 5g0^b<liO. 01-0. 6 

g g "t? ^ ^ o 
-So 

>^'U =3-;k ^°>j ; ^®?s&t^^J. -fi^'J^ 

V;l.h-3^ >Bt0^:i:-XT-;U> U :^ 4^ ^ ^ U > 7 ;U t" ^ 
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mmm c^m,m> mmm. ^mm) 

JKT. :^^BJ{COV^T. ^M^J (-^fi£0>J. ^^J^?IJ> ^^^J) 

®^s^{*> -en-en r^si^^^i^^.^^' , r^^ji 

^ o 
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^^m 1 

4-:^OD-5-(3, A - i> ^ i^^y JlT I J ) 
-6 - (5-j><b4-t/:^7;U7}?-;l/^>5^;U:^-4^iy) - 3 (2 

H ) -M^) ^ 'J J y ( -fk-^ «^ N o . 1 ) 



4, 5-i^^nn-6 - (5-J>«h^->:^7;b7}?^;U^>5^ 
;U:t-4-'>)-3(2H)-fUy':^y>4. 13g. 3. 4 

- :/i y ^ i/ -^y 'J )\/^ y ^ . 7 0g. i, a - vis-^^ 

> 1 3 0 mL:2S^?^7j<: 1 3 0 mL® ti-^^KU ^^#T*^^tn ^M^^ 

^^B^B^kb. Sfe*, 1 1 1 1 1 2 'COiffe^B^B i: bT^ilYb 
-^i^ 5 . 2 8 g ^t#/Co 



d : Il.TUlH, broad s), 6.71(3H, s). 5. 02(1H, 

collapsed t), 4.76(2H, d), 4. 11(2H. t), 3. 80(6H. 
s), 3.57(3H, s). 2.26(2H. t), 2.1 ~1.2(6H. m). 
MS(m/e) : 439(M*), 404. 151(100%) . 



0 




(CH2)6C02Me 



NMR 
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-^^m 2 

4_/,nn-5 - (3, 4 - / h ^ iy ^ > T I y ) 

-6 - - i:J Jl^^^-y^y^^l^^'^'y) - 3 (2H) -f 

^] y V J y ({b'^'^N o . 2 ) 



^yr^;l'T^y) - 6- i^b - :^ Y ^ ti }V^y 
■t^z^') -3 (2H) -\^^)S^'Jjy (^b-^J^No. 1) 2 
4 0 mg. iKWi^i- h U '!7 A 6 5 mg> ;i ^ - ;b 1 0 mLS.U^7jc 
1 miom^®^ 6 0 — 7 0 °C(::T 1 ^fHl^t^-r SlS^S^ 

iil.iri5 0. 5 — 15 1. 5 -CtOilfe^Bl t UT^Mfk-^*^ 
1 9 2 mg^#/io 



d :6.70(3H. s). 5. 14(1H, collapsed t). 4.75(2H. d), 
4.10(2H,t), 3.79(6H, s), 2.29(2H. t), 2.0-1.2 
(6H, m). 

IR : (v^!; cm-') : 3100, 2910. 1720. 1610. 
MS(m/e) : 425(MO. 390. 151(100%) . 




0 

\ 



(CH2)sC02H 



NMR 



wo 91/16314 



PCr/JP91/(M)S17 



- 73 - 



^m,m 3 

4-:/n^--5 - (3-f'Ji^;l/^5";bTSy) - 6- 

( 3 - :7 i ^;uy D i/) -3 (2H) -eu^^i^yvm 

mm. (.<t^^N o . 8 5) 



4-:/D*-5 - (3-fUi^^l'^^>'l'T^y) - 6- 

C3 - y :r.:=^jizra^:^iy-) - 3 (2H) - tfU^s^y:/ 
({b-^^^No. 101) 2. 50g^l0 ^IMfkTK^ y 3^ y 

-jvmm 1 5 omKw^pu. ^^ar i mmmw-r^o mm^ 

7^;^;&^^^^B^bb. S!l.^, 2 0 3 - 2 0 5 'CCD^fe^H^B i: 
WMit^m 2 . 6 8 g ^#/wo 

MS(m/e) : 414(M*-HC1), 335. 322, 296, 217, 118(100%) . 




(CH2)3Ph 
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- 3 ( 2 H) - h* 'J 3^ V Cit^mN o . 12) 



0 



H 



OMe 



N 




0 

^(CH2)8C0NEt2 




-^^^J 2 -el^5t Ufc 4 - ^7 a D - 5 - (3. 4 - ^ b ^ 
iy^yi^)ir m -6- ( 5 

-8 ( 2 H) - f »J y > (Yb-^J^N o . 2 ) 2 0 0 mg. 

1 . 5i^H«#> m^xi^^'f-J\^r i > 1 0 omg^lin^^o 

7K^S^{i-rb> 2. 5 at F^it^b/c:^. ^i«^^ETS*-r 

^ n ^ a ^ ^ ^ ° ° 'J"^ ^ - ^ ^ " ^ ^ 

1 4 8 1 4 9 . 5 -CCDi^fe^B^B't UT^MIk^t) 

2 0 9 mg^#^-o 
NMR 

6 :6.75(3H. s). 5. 15(1H. collapsed t). 4.79(2H,d). 
•4.15(2H. t).3.83(6H. s). 3.81. 3.76(^2H. q). 2. 
27(2H, t). 2. 1~1.9(6H. in). 1.15. 1.10(^3H. t). 
MS(m/e) : 480(M*), 445. 310. 275. 170(100%). 151. 
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- 75 - 



^^m 5 

4_>^no-5 - (3. A - :f h^iy^yi^^i'T i J ) 
- 6 - (5 - N - ^ ^ y ti Jl Jl ^ yf- Jl^ t ^ -y ) 



JIT I J ) - 6- (5-p< h4^i/:^7;U=J? — -'U^>5^ 
- 3 ( 2 H) - tf'J ({k-^^N o. 1 ) 

2 0 0 mg. A 0 96 ^ Jl^T X y 7i(,mm 2 mLR ^ 3^ 7 - ^'l' 6 

^^-^-So ^^^^^ a n T^JIJ^ - i? JL =^ JU — Jl^ i}^ ^ 

^Bitb. m.^. 10 3-104 'co^fe^^B t hxmm<t^<^ 

1 4 6 mg^#fCo 



d:11.65(lH. broad s). 6. 73(3H, s). 6.0-5. 5(1H. 
broad m), 5. 02(1H, collapsed t). 4. 76(2H, d). 
4.10(2H. t), 3.81(6H,s). 2.74(3H. d), 2. 12(2H, 
collapsed t). 1.9 — 1.3(6H. m). 
MSCm/e) : 438(MO. 403. 310. 274, 151 (100%). 128. 



-3(2H)-h*';:$^i^>'V(<t'^«^No. 8) 



0 




0 



(CH2)sC0NHMe 



NMR 



wo 91/16314 _ 7g . PCr/JP91/00517 

-^^^J 6 

4-^no-5 - ( 3-trUt?;bj>«^>'l'T^>') - 6- 

c 5 - c \ - \^^^) y ti Ji'^^^-Ji^yf- Ji'^t ^ -y) } - 3 

( 2 H) - b* U 3^>^ y y-y-^Jim^ iit^i^N o . 7 3) 



0 





- i Z - \f ^) 'J / i- Ji^T I J ) - 6- 

(2H) - lfU:5^i^y> ({b-^«^No. 33) 1. Og. y 
-7 JlWi 2 6 8 mgjliy^ :A ^ J - Jl 2 0 mLOil-^*^ ^MiST 1 ^ 

5^ «fe ^ ^ n n sh A - t^SE X f- ;l/ ^> ^ B^H b ^ ill ,^ 1 5 6 

-15 8 'com^f^^t vxmm<t^m i . o 6 g^mtco 

MS(m/e) : 433[M^-(CH-C02H)2]. 398. 287. 251. 216. 
182(100%). 
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4 _ y _ 5 - ( 3 - f 'J ^ 5^;UT J y ) - 6 - 
C3 - (4-^nn7x — ;uyn:ix'^S/) D -3 (2H) - 
fU:$^i?>'>({fc'&*^No. 10 7) 



4_^'n^-5 - (3-tfUv^>'l'J>'^>'l'T$y) - 6- 
C3 - (4-^^na:7iJ::.;Uyn;K^iy) ) - 3 (2H) - 
t? U y y > ( ifc'^'^ N o . 10 6) 1 . 0 g . T > fb^ 
5 8 7 mgS:<:^N-y^>'l't'n>J K>2 OmLOM'^'^'^-l 2 0 

1 3 0 "ct^iT 6 mmmw-r^o m^^x'^mLfc^^. m.m 

8-1 9 0 -CCDSgiliefe^gS t bT^^^k-^*^ 3 1 3rag^# 

/Co 

MSCm/e) : 395(M*). 350. 243, 152(100%). 124. 
IR : ivlll cm-'): 3100. 2850. 2200. 1620. 



0 
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2 _ji h^-ytlJl^-^Jl^^^^^- 4 -ya^ - 5 - (3, 

y x-;b3^n;}<4^i/) 3 - 3 (2H) - f 'J ^ 7 > (^t-^ 
o . 2 3 8 ) 



EtOCOCH 




-6 - C3 - (4-i^no:7i — ;bya:}f^>') ) - 3 (2 
H) - tf U > (ffc'&J^N o . 2 3 9 ) 1 0 0 mg. m.W. 

t, 3mg> 7'a^i^mx^;i.4 9 mg. 3 <fc b 'J 

A 3 1 6 f-yl/Ji^^W-y h > 5 micom^'^^ b mmtQ 

_ ^/I^^x^ = 1 / 1 ) 

i|a i: bTM^^k-^*^ 8 2mg^#/wo 
MS(m/e) : 593(M*). 514. 288, 259. 151(100%). 
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-k^m 9 



-fat'^-y) ) - 3 (2H) -\^^) y (fb-^i^No. 

2 2 7 ) 



- (3, A --y :^ h^y^y-yj^r ^ j:> - e- 

(3 — (4 — ^nn7x — — 3 (2H) - 

if \) y J y Cit^'&N o . 2 3 8 ) 8 0 mg. 7jc^{k:h h 'J 

jL^^Jlf}-^ib^B%<tL. 1 4 0 ~ 1 4 1 'C<Dm^^B%t 

MSCm/e) : 486(M*-Br). 427, 371, 151(1005^). 



\^ i/ -y j\^T I y ) -6 



C3 - (4-:7no:7i — ;l/ 



0 
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- 80 - 



1 0 

y) ) - 6- (3-7x-;byn;J<4-i/) - 3 (2H) -b' 
>J J y (Yfc-^iJN o. 2 3 0 ) 



4_^a^-5 - (3-tfU*:^;Uy5^;l/T^y) - 6- 
( 3 -7i^>'U:/n^4^i/) -3 (2H) - b' U 7 > 
(fk-^s^N o. 101) 250 mg. JJ^i^i^n ai§^E§^ 
1 6 7 mg^t/-:? ^ D n > 1 0 mLCDm-^*^ ^^^ST 6 I^H 

-:;x5^;^Jl-7^;^7(?^ t>^rH{kb. a.^, i 9 i ~ i 9 2 °c©^ 

MS(m/e) : 414(M"-0), 335, 323, 295, 217. 91(100?^). 



0 
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<^f^^ m.'^.m MS(m/e) IS^JNa 



1 


111 


—112 


^mi 1 0^ 


1 


2 


150. 5—151.5 




1 


3 


ill. 


5—112.5 


380(M*), 345(100515) 


1 


4 


195 


—195.5 


366 (M*). 92(100%) 


2 


5 


171 


—172 


338(M*). 92(1003^) 


1 


6 


240 


—240. 5 . 


292(M*-H20), 92(100%) 


2 


7 


194 


—198 


324(M*-HCI). 92(100%) 


3 


8 


103 


—104 


5 mm 


5 


9 


179 


—180 


452(M*), 151.(100%) 


4 


10 


167 


—167.5 


424(M*). 151(100%) 


4 


11 


164 


—165 


494(M*), 184(100%) 


4 


12 


148 


—149. 5 


4 mm 


4 


13 


155 


—156 


520(M*), 210(100%) 


4 


14 


135. 


5—136.5 


425(M*). 151(100%) 


1 


15 


167 


—168.5 


397(M*). 151(100%) 


2 


16 


163 


—164 


424(M*). 151(100%) 


4 


17 


136 


—138 


452(M*), 151(100%) 


4 


18 


181 


—181.5 


466(M*). 155(100%) 


4 


19 


167 


—168 


397(M*). 151(100%) 


1 


20 


192 


—194 


369(M*). 151(100%) 


2 


21 


182 


—185 


542(M*), 151(100%) 


1 


22 


163 


—165 


483(M*). 92(100%) 


1 


23 


200 


—201 


494(M*), 151(100%) 


1 


24 


1 




435(M*). 217(100%) 


1 


25 


108 


—108.5 


508 (M*). 198(100%) 


4 
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I cm,) 



Na 


Ui^. C°C) 


MS Cm/e; 




26 


1 on .M^i on 
189 '^lyu 


492(M*). 182(100%) 


4 


27 


201 ^^Ul, D 


478(M*), 168(100/lj) 


4 


28 


163 — lv)4 


421 (M*), 170(1005lj) 


4 


29 


173 '^UO 


393(M*). 142(1005!j) 


4 


30 


108. 5~1U9 


467 CM*") 151(100%) 


1 


31 


132. 5-^133 


AIRfW-Cl). 151(1005l») 


1 


32 


< rvi- ^ 1 etc 

165 ~lbb 


AiqfM*') 168(1 OOP 


4 


33 


173. 5—176 


i^^^CM*^ 182(100%) 


4 


84 


169. 5—170 


/IftnCM^'i 170(100%) 


4 


35 


145 — 146. 0 


RnRrw*") 198(100%) 


4 


36 


127 "^128 


R^RrW*") 226(100%) 


4 


37 


162 —163 


t^nfirM*") 151(100%) 


4 


38 


163. 5—164 


R9n(M*) 151(100%) 


4 


39 


157. 5 — 158 


R22('M*') 151(1003») 


4 


40 


145 ~i40. 0 


423(M"'). 135(1005K) 


1 


41 


125 '^liio 


483(M*), 151(100/la) 


1 


42 


lob ~1DI 


469(M"'), 151(100%) 


2 


43 


144 ~i4fl. 0 


496(M*). 151(100%) 


4 


44 


1 on cn ^ 
loU ^ioU. 0 


522(M*), 151(100%) 


4 


45 


Ibl ~iDl. 0 


536(M*), 151(100%) 


4 


46 


114 ~lio 


524(Kr), 170(100%) 


4 


47 


136 —137 


552(M*). 198(100%) 


4 


48 


135 —136 


538(Kr), 151(100%) 


4 


49 


157 —158 


409(Nr). 135(100%) 


2 


50 


153 —155 


464(M*), 151(100%) 


4 
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^ II ( ^ ) 



^^f^ M}^. m MS (ra/e) 



51 


114 


-116 


461(MO. 217(1003;) 


4 


52 




mm^ 


461(M*-HC1). 217(100%) 


3 


53 


103 


—104 


436(MO. 135(100%) 


4 


54 


123 


—124 


464(M*), 170(100%) 


4 


55 


124 


—125 


492(M*), 198(100%) 


4 


56 


148 


—149 


462(M*). 168(100%) 


4 


57 


144 


— 145 


476(M*). 182(100%) 


4 


58 


121 


—122 


478(M*). 135(100%) 


4 


59 


121 


—122 


432(M*-Br). 151(100%) 


1 


60 


118 


—119 


478(M*). 151(100%) 


4 


61 


187 


—187.5 


506(M*), 196(100%) 


4 


62 


165. E 


i— 166 


534(M*), 98(100%) 


4 


63 


156. 5-^157 


524(M*). 170(100%) 


4 


64 


133 


—133. 5 


552(M*), 198(100%) 


4 


65 


116 


—116.5 


580(M*). 226(100%) 


4 


66 


148. 5—150 


550(M*), 196(100%) 


4 


67 


150 


—151 


564(M*). 210(100%) 


4 


68 


141 


—142 


566(M*). 487(100%) 


4 


69 


87 


— 89 


419(M*). 84(100%) 


4 


70 


1 


mm 


463(Nr). 84(100%) 


4 


71 


112 


-114 


478(M*), 168(100%) 


4 


72 


170 


—173 


433(M*-HC1), 182(100%) 


3 


73 


156 


-158 


6 #Bs 


6 


74 


160 


—162 


461(M*). 210(100%) 


4 


75 






461(M*-HC1). 210(100%) 


3 
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Na 



- 84 - 
I ( ) 



m^. CO 



MS (m/e) 



76 


135 —137 


461[M*-(CH-C02H)2]. 210(100%) 


6 


77 


142 —144 


433(M*). 182(10055) 


4 


1 0 






405(M*-HC1), 153(10035) 


3 


7Q 




mm 


433(M*-HC1). 182(100%) 


3 


oU 


178 —181 


400(M*-HCI). 105(100%) 


3 


ol 






419(M*-HC1). 168(100%) 


3 


oZ 






463(M-'-HCl), 168(100%) 


3 


oo 


121 


-123 


459(M*), 380(100%) 


1 


04 


154 


—156 


473(M*). 394(100%) 


1 


QR 
OU 


203 


—205 


^WL^ 3 


3 


oo 


133 


—134 


588(M*). 278(100%) 


4 


$17 


95 


— 96 


616(M*), 180(100%) 


4 


OO 


106 


—107 


528(M*-Q83), 154(100%) 


1 




211 


—212 


410(M*). 92(100%) 


2 




152 


—154 


429(M*), 151(100%) 


1 


Q1 


134 


—135 


370(MO. 91(100%) 


1 




190 


—202 


370(M*-HC1). 91(100%) 


3 


93 


166 


—172 


370[M*-(CH-C02H)2]. 91(100%) 


6 




105 


—106 


380. 182(100%) 


1 


95 


145. 5—146 


211(100%). 141 


1 


96 


155 


—156 


276, 211(100%) 


1 


97 


169 


—170 


296. 211(100%) 


1 


98 


132 


-132.5 515(Kr-Br), 170(100%) 


1 


99 


. 149 


—150 


535(Kr). 170(100%) 


1 


100 


142 


—143 


211(100%). 141 


1 
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<^l« a.#.cc) MS (We) gl^;^ 



101 


130 —133 


414(M-^). 91(100%) 




102 


118 ' 


-119 


428(M*), 91(100%) 






146 —147 


408(M-^-Br), 151(100%) 




1 04 


203 ■ 


-205 


471 (M*). 106(100%) 




105 


153. 5 


-154 


404(M*), 125(100%) 


1 




148 


-150 


448(M*). 151(100%) 


1 


107 


188 


—190 


7 #HS 




1 0R 

iUO 


156.5 


—157 


480(M*). 126(100%) 




10Q 


142 


—143 


522(M*), 126(100%) 


1 


110 

X J. w 


139.5 


—140 


421 (M*), 126(100%) 


1 


111 
XXX 


173 


-174 


435(M*). 140(100%) 


1 


112 

X X u 


142.5 


—144 


494(M*). 140(100%) 


1 


113 

X X 


209 


—214 


485(M*-HC1). 190(100%) 


3 


114 


173 


—175 


296[M*-(CH2)3C0NHPh3. 161(100%) 


4 


115 


218.5 


—219 


205 [M* - ((CHz) 3C0N-Q96, CH2-Q23) ] . 










151(100%) 


4 


116 


233 


—234 


205[M*-(CH2)3C0NH-Q97], 151(100%) 


4 


117 


216 


-216.5 551 (M*). 151(100%) 


4 


1 1 R 

X 1 o 


132 


—134 


437(M*). 142(100%) 


4 


119 


131 


—132 


505(M*). 210(100%) 


4 


120 


129 


—130 


354 [M* - (CHj ) 3 C0NMe-Q2] , 151(100%) 


4 


121 


97 


—104 


499(M*-HC1), 204(100%) 


3 


122 


141 


—144 


392(M*-Br). 76(100%) 


4 


123 


105 


-110 


513(M-^-HCl). 218(100%) 


3 


124 


153 


—155 


485(M*). 190(100%) 


4 



I 
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^ E ( ^ ) 



^^f^ m^.CC) MSCm/e) J^^jn^ 

Na ^ ... 

" ~ " ~ 4 



125 


110 -111 


572(M*). 218(1003;) 


4 


126 


186 —193 


479(M*-HC1). 184(100%) 


3 


127 


199 —201 


451 (M*). 156(100!K) 


4 


128 


176 —176.5 


568(M*), 258(100%) 


4 


129 


145 -147 


471 (M*), 105(100%) 


1 


130 


164 —165 


. 530(M*). 151(100%) 


4 


131 


101 —103 


463(M*). 98(100%) 




132 


137 —140 


449(M*). 98(100%) 




133 


152 —152. 5 


522(M*). 151(100%) 




184 


123 —123. 5 


477(M*), 398(100%) 




135 




463(M*-HC1). 168(100%) 


3 


136 


142 -143 


459(M*). 45(100%) 




137 


129. 5-131 


522(M*), 168(100%) 




138 


192 —193.5 


431(M*), 136(100%) 




139 


119 —119.5 


439(M*-Br). 151(100%) 




140 


168 —170 


490(M*), 151(100%) 




141 


192, 5—194 


493(M-^). 198(100%) 




142 


103 —109 


521(M*), 184(100%) 




143 


164 —165 


473(M*-Br). 151(100%) 




144 


142 —143 


501 (M*- Br). 151(100%) 




145 


168 —169 


445(M-'), 122(100%) 




146 


107 —108 


473(M*), 98(100%) 




147 


179 —180 


504(M"), 151(100%) 




148 


138. 5-139 


453(M"-Br). 151(100%) 




149 


139 —139. 5 


393(M*-0Me). 98(100%) 
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m E amy 

<^l^ §i.^. CO MS(m/e) 

150 134 -136 439(MO. 92(100%) 1 

151 190 -191 411(M*). 116(10035) 1 

152 153 -154 484(M*), 151(1005K) 1 

153 97 — 99 498(M^). 151(100%) 1 

154 107 -108 439(MO, 144(100%) 1 

155 102.5-104 453(M*). 102(100%) 1 

156 122 -123 425(M*), 130(100%) 1 

157 106.5—107 498(M*). 151(100%) 1 

158 134.5-136 512(M*). 151(100%) 1 

159 123 -124.5 451(M*). 100(100%) 1 

160 129 —130 465(M*). 386(100%) 1 

161 437(M*), 142(100%) 1 

162 139 —140 524(M*). 151(100%) 1 

163 133 -134.5 496(M*), 151(100%) 1 

164 135 -142 395[M*-(NHPh, HCl)]. 119(100%) 3 

165 170 -177 398[M*-(C0NHPh, HCl)]. 119(100%) 3 

166 188 —205 448(M*-HC1), 151(100%) 3 

167 184 -190 404(M*-HC1). 125(100%) 3 

168 153 -156 418(M*). 125(100%) 1 

169 160 -161 448[M"-(CH-C02H)2], 151(100%) 6 

170 155 -156 448[M*-H(HC(0H)C02H)2]. 151(100%) 6 

171 163 -165 448[M*-K2(CH-C02H)2], 151(100%) 6 

172 178.5-179.5 448[M"- /2(C02H)2]. 151(100%) 6 

173 112 -114 444(M*), 148(100%) 1 

174 130 -131 458(M*). 121(100%) 1 
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m n cm) 
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Na 






MS (in/e) 




175 


103 


—105 


472(M*). 121(1005^) 


1 


176 


124 


—126 


428(M*). 121(100!^) 


1 


177 

XII 


150 


—152 


424(M*-Br). 151(10035) 


1 


178 


152 


—154 


487(M*-Br), 184(100SK) 


1 


179 


103 


—105 


539(M*). 132(100^) 




180 


147 


—151 


460(M*), 164(10035) 


1 


181 


205 


—215 


476(M*-HCl), 217(10035) 




182 


129 


—131 


474(M*), 178(10035) 






169 


—170 


533(M-'). 151(100%) 




184 


126 


—127 


502(M*), 164(100^;) 




185 

X Ov/ 


109 


—111 


561 (M*). 151(10035) 




186 

X U V 


131 


—132 


502(M*), 164(10035) 




187 


103 


—105 


561 (M*), 151(10035) 


1 


188 


188 


—190 


460(M-^), 164(10035) 


1 


189 

X w 


163. 5~164 


519(M*). 151(10035) 


1 


190 


85.5— 86 


444(11-^), 148(10035) 


1 


191 


187 


—188 


472(M"). 147(100%) 


1 


192 


149 


—150.5 


561 (M*). 151(100%) 


1 


193 


206 


—210 


420(M*-HC1), 97(100%) 




194 


209 


—210 


420(M*), 97(100%) 


1 




138 


—142 


479(M''), 151(100%) 




196 


143 


-145 


. 415(M*), 336(100%) 




197 


152. 5—153 


474(M*). 151(100%) 




198 


91 


~ 96 


416(M*), 337(100%) 




199 


168 


—168.5 


475(Kr), 151(100%) 
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Na 




CO 


MS (m/e) 




200 


134 


—134. 5 


405(M*). 92(100%) 


1 


201 


130.5 


—131 


464(M*), 151(10085) 


1 


202 


116 


—126 


452(M*), 151(100%) 


3 


203 


110 


—120 


442(M*), 58(100%) 


3 


204 


179 


—184 


454(M*-HC1). 86(100%) 


3 


205 


115 


—120 


571 (M*), 151(100%) 


3 


206 


127 


—132 


605(M*), 151(100%) 


3 


207 


160 


—168 


567(M*-Br), 151(100%) 


3 


208 


150 


-151 


413(M*). 135(100%) 


1 


209 


144 


—146 


464(M*), 135(100%) 


1 


210 


162 


—163 


428(M*), 91(100%) 


1 


211 


181 


—182 


427 (M*), 135(100%) 


1 


212 


145 


—146 


519(M*), 135(100%) 


1 


213 


156 


—165 


589 (M*). 135(100%) 


3 


214 


176 


—179 


252[M*-CH2C(Me2)CH2-Q2], 


125(100%) 3 


215 


167 


—168 


392(M*-Br), 135(100%) 


1 


216 


190 


—192 


447(M*), 135(100%) 


1 


217 




441 (M*), 135(100%) 


8 


218 


97 


— 98 


455(M*), 135(100%) 


8 


219 


147 


—148 


481 (M). 135(100%/ 


1 


220 


174 


—177 


462(M*), 125(100%) 


1 


221 


131 


—132 


482(M*). 125(100%) 


1 


222 


151 


—153 


432(M^), 155(100%) 


1 


223 


141 


—144 


438(M^). 81(100%) 


1 


224 


168 


—169 


418(M*-Br)(100%) 


1 
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^^f^ m.^. CO MS (m/e) 



225 


149 


'-152 


461 (M*), 382(100^ 


1 


226 






521(M*). 151(1005^) 


8 


227 


140 


~141 


'^^^J9#.^. 


9 


228 


108 


—108.5 


515(M*), 193(100%) 




229 


203 


—205 


471(M*), 106(1005^) 




230 


191 


—192 




10 


231 


123 


—125 


mot), 105(100%) 




232 


112 


—113 


549 (M"), 471(100%) 




233 


113 


—115 


549(M*), 471(100%) 




234 


146 


—147 


408(M*). 151(100%) 




235 


178 


—181 


492(M*). 121(100%) 




236 


178 


-181 


527 (M*). 171(100%) 




237 


185 


—189 


399(M*-Br). 122(100%) 




238 




8 #M 




239 


153 


—154 


428(M*-Br). 151(100%) 




240 






518(M*-Br), 105(100%) 





PCr/JP91/00S17 



1 0 g 

2 0 g 
4 g 

1 g 

0. 1 g 

7 g 

4 2. 1 g 
1 lZ5Qmg(Dm'\k^ 



mnm 2 

<t-^<^N 0.88 log 

$1 m 2 0 g 

SS^B^B-fe^'l^a 1 0 g 

X 7^ T u y -7 "t? A 1 g 

^ fi 4 1 g 



^MM 3 
«)C :^ TT" -tr 71/ 

-fk-^J^N 0.94 1 0 g 

h O ^ n zi i/m 3 5 g 
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mmm 1 

fk-^s^N o . 8 5 

m (CD ^) ffl) 

ti Jl ^ i/ :^ Jl 

•fe ;l/ n - X :«7 ;b 't7 A 
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^ S 4 5 g 

{b-^J^N o . 5 5 1- 0 g 

-zfik 2 0 g 

e 9 -fe 'J V _L_? — i — 

^1: 10 0 g 

^5^J#J 5 
(A) 

-fk'&«^N 0.1 1 0. 2 5 96 

$Ux^>^-i'v::^otf;i/ o.io% 

X rJ' y - 
(B) 



2 6. 4 0 % 



1,2 -i?^aaT-b-7'7>'U 
:ta:i:.:S^>t 1 - ^no^ 

^4 0 96 0^-^^1 7 3.2 5 % 

^fc^^t^ltti^^^. <B) ^20'CT-*^ 2.46 ~ 2.81 



- 93 - 

1 . in vitro®!^®^ 

(A) r^^¥M/i^mmmB.mrfm 

B:^B^nn^^^ CWmi . 8-2. 5kg)(D0SP±Ki 

m^os. B 96 i7 jLywii- h ^ I ^&'^^tlf=.mMn^v 
^jfiL/jNtSJfiim (PRP) ^#7to $t>{::^ffi^2, 
0 0 0 X g , 10 ^f^^'i> bT ^jfii/h^Jfiil^ ( P P P ) ^19 
S b/co M^f^tiP RPtPPPTS 0 JiXmm' iZ^mVfz 

^0^m\^^f^o mmffi-fe>'K^PRPi:PPP ^Atimi^mm 
^m.m^p RPito %. ppptii 0 0 %izmmbf^ot>. 

P R P {C 1 0 0 96 :^ ^ Jl:^^^^-"^ ( D M S 0 ) C 
{^fcW-^M^^IXi byi(DMSO®«*^S]g{iO. 2 5%)o 
9 0 0 rpm ^ 2 > ^ ^ ^ - '> a > ^ 

T'^^U/Co a^^JADPRt;T54- (A. A.)lift 

(ADP:5~10/zM;A. A. ; 

0. 2 — 0. 3mM) €•fflV^/Co -^l^^ jfiL /h ^ S zifl ^ 
NBS HEMA TRACER 601 ^^fflb/co 

(B) ^r/u^^;/ vM.fbWi.mmm.m^m 

J; 0 ll#{wjfiL?^^^^b> 16 0xg. lO^rB^^ig 

-t:•ai'l:^ bP R P ^#^Co $ "^C^M^ 3 . 0 0 0 X g . 15 
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*l-lt]^0. 2mM(DA. A. -^fflV^/Co 
2 . in vivo 

s^b/co ^^mmx^mmt^i^nikL. in vitro 

(B) ^J^'^^y b jfia./jN®limm#f^m 

in ,itro'^(D^m.tmmfi-:^m'v?R p ^pisi b.^#am»J 

(2) b ^ ^^'^^^S 5 0 gfi'^) 

;^18l^r^^^b. 5%T5h-Ta'i.^?g(CtiSb/ct6lfem 
;^^PSJ^b^co S^l^sm. mgP:^liHrxJ;i9^Jfiib. in 
vitroTo^^t[^^/3::&^"^PRP^^S^^^ ^^m^K^ 
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(C) v*:? xjfll/h^aiciJ^S^'r ;l/ 
I C Rm^-^ ^ CWm2 4~3 0 g) ^m'k^^i:^ 
b/c zj ^ - y ( ;u Atti^) 1 mg/ 5 DiL /kg^m 

S-^ 1 I^HItftc^Pig-^b/wo Jfil^^lilsotone 11-^2 0 
^L. 6 0xg. 5 ^F^3i^l:^^±)i^$ ^twlsotone II-C^ 
f^t'-C=i-;l/:$'-3!7't7>3' - (^■r;l'ZM) "C Jt ^(I 

^^^oh'i^> (l^-Simtfc) RD^i/nxi^ y'-;u Cizmm 
^ti^;^^'y^(^^-^^'r^. 250 — 4oog)^]K 

-fb^^^ 5 ^-ttr) ^iimU/c$^#?g (Kreb' s-Henseleit^ 
: NaCl 118.4inM, KCl 4. 7mM. MgSO* • 7H2O 1. IBmM, CaClz 
•2H2O 2.5inM, KH2P04 1.2mM. NaHCOs 24. 9mM, GIuDose 11. 

imM ) ^izm-^i^^mvfzo ^(D'4kWim^Mm,Lfz^mm^m 

fzH- Jl:ff y • ^"^^P^iZM^i^. 5 0 0 mg® 5S^) U/wo 
^ihiz2 0 b/c^isoproterenol ^M^t^^iZl^^ iM. 
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©isoproterenol S-^l^©iR«S:^ 1 0 0 M t b/cl^© 

( H :^3t;mSEN-3201) C i; 0 JSm^fU [voltage: 
i^'tex2(V) , duration: 3 (msec) , frequency: 1 (Hz)l 

>:/^:^hbTU:3 — y — bfco 



l^^y^^^ CB^&^n. 2 — 2. 5 kg) 
[ Wn. (kg) X 0 . 5 + 0 . 5 mL ] J: t) b/co 

^SP^-^tr) ^m^byi^SI?K (Kreb' s-Henseleit^?^ : 
NaCl 118. 4inM, KCl 4. 7mM. MgSO* • THzO 1. 188mM. CaCU • 
2H2O 2. 5mM. KH2PO4 1.2mM, NaHCOa 24. 9inM. Glucose 11.1 

mM) 4'{ca:-&{csbfco ^(D^^mm^M^bfz^^mm^Mfc 
Lfzm^i'f^^ (Di/^ - u ('^ b. jtmomm^A vtp 

n. ^)■&^{w■g)0 (ipi 3 mm. 1 cmm^) ^.^^^^^ b^-co 
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m b /c # ?S U > • X 1^ ^ S b . 2 go 

jfi[L#©5i:^i{i. F - D \z y i7 T y (B :^iftm e 1 1-T). 

^on^ ji^if^y y^^^ (^f^mm : i o - «m) bs 
jSB.'&(Dmtnzi^ir ^f^^^mmvfzo mte^ij^—mi^tc^ik^m 
m^m^o. ^o^2 A 0 ^^(c^^^g^em b. $ 
^c2 0 55-ti^b/c^. j^ie^mmM-vmn^^tfzo 

^b/^m. ISiia«^^ll^6?J(wS-^b/co ^i^*^T^. ^<^< 

IV. in;SRS-Af^ffl (mw^SfcSif^ffi) 

0 0 9^ dimethylsulfoxide (DMSO, fD3fci^^) 
izmm> ^f^brffl^^/co Leukotriene D^CLTD*, Ultrafine) 

Indomethacin (Indo, Sigma)li 10 0% ethanol (EtOH, 
/h^Yk^) iz^MVtco Aminophylline (AP, Sigma), 
histamine dihydrochrol ideCHis, {tm^7Kizmm 

b/wo DMSO, EtOHO^<XF*3:g[*^m]gli-&n'en 0 . 2 5. 

0 . 1 %v/v t Lfzo 
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3 0 0-4 5 OgCD^^l'^y ^^SCJfiLlC^ ^ -tir^ ^^^M 

^{t Z 7 'C. 9 59602+5%C02^a^ U modified - 
Tyrode^j^^-^t? 8 ml (Dir JVtT y • ^<:^^ i^BML \ g 

(B3^3fcm. TD-ll2S)^^f^b1:^> 1^=3-3^- ammtmrn. 

Type 3066 ) "Cia^ti'io 
Modif ied-Tyrode ?^CDmfiS:{iJi^T® t *J t) "e$> § (mM) o 
NaCl 187. KCl 2.7. CaCU 1.8, MgCU 1.0. NaHCOs 20. 
NaH2P04 0. 32. Glucose 11. 

5 0 - 6 0 ^'{'K ^ -a- Histamine dihydrochrol ide 
1 0 0 MMT'iR^S^ii:. SJS*-^-^ b/c^. Sfe^ b 2 0-30 
^m^l^'^f^o Indomethacin 5 fiU^lM^^ t> C 3 0 ^S-TbI-T 
y ^ a.^- 3 y hfz^4t. LTB* 30 n M ^HD ^ ^Co 

AP 1 mM«-1inx.S:*c9fi^SE&«:#/Co ^^liA P ©5t6^^ 
1 0 0 % t b/c:^'^©§l&m^-^--t > b"^Sb. 5 09696^^ 

j^. ^^m^PiClt^^e^SRS-A!SfiT:»Ji:bT^.i6^n 
TV^?) F P L - 55712 C(7T-<V>*i:) : i- - • ^ 
yfi^i/-^;i/.'y = :7.hU (Journal of Medicinal 
Chemistry) . 2 0 3 7 1 3 7 9 M. 1 9 7 7 ^)^ 
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1 . in viiToO^m. : ( A) , ( B ) 

mm - 1 z izm^it^^os!Bi/\^mmmm.mr^m^ 

I C so^S C uU) T'^ b/wo 



m - 1 





^•^^T> R P 


; I 


C 5 0 




A D P 


A 


. A. 


1 


0. 2 2 


0. 


5 


i/ u 7. $f ~ )\^ 


2 8. 0 


8. 


8 



m. m - 2 







't? -t^^PRP 












ADP;IC 


5 0 






ADPiICso 




9 


0. 


3 


2 


1 


4 3 


0. 


2 5 


1 


1 


0. 


8 


5 


1 


5 3 


0. 


6 1 


1 


2 


0. 


9 


3 


1 


5 8 


0. 


2 2 


1 


3 


0. 


5 


2 


1 


6 2 


0. 


0 5 3 


2 


1 


6. 


0 




1 


6 6 


0. 


1 4 


2 


6 


0. 


1 


6 


1 


6 7 


0. 


1 4 


2 


7 


0. 


2 


4 


1 


6 9 


0. 


0 6 4 


2 


9 


0. 


5 


8 


1 


7 3 


0. 


1 5 


3 


0 


0. 


2 


9 


1 


7 7 


0. 


0 4 2 


3 


6 


0. 


4 


5 


1 


7 8 


0. 


1 


3 


8 


0. 


5 


2 


1 


8 0 


0. 


1 2 


4 


2 


1 8. 


0 




1 


8 3 


0. 


0 3 


4 


7 


0. 


0 


5 


1 


8 1 


0. 


0 2 4 


4 


8 


0. 


1 


5 


1 


8 8 


0. 


2 4 


5 


4 


2. 


7 




1 


9 0 


0. 


2 9 


6 


1 


0. 


1 


9 


1 


9 2 


0. 


0 8 1 


7 


0 


0. 


4 


3 


1 


9 5 


0. 


4 8 


7 


6 


1. 


2 




1 


9 9 


0, 


7 2 


8 


5 


0. 


1 


0 


2 


0 6 


0. 


6 4 


8 


6 


0. 


3 


3 


2 


1 0 


0. 


1 4 


1 2 


0 


0. 


6 




2 


3 0 


0. 


1 8 


1 3 


3 


0. 


1 


8 


2 


3 9 


0. 


1 6 


1 3 


7 


0. 


1 


3 




2 8. 


0 
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^ n - 3 

it^^Wr^- A. A. ; I C 50 

8 5 0. 0 2 6 

8 8 0. 0 1 8 

9 4 0. 0 1 8 
9 9 0. 1 8 

i/a yi.^ V — JV 1. 4 



2 . in vivo ©ISi^ 

(A) oi)-^}k/\^mmmumi^m 

m Iff- 4 



72 


50 


2 


ADP 


57 


59 


72 


50 


2 


A. A. 


98 


86 


75 


50 


2 


ADP 


65 


31 


75 


50 


2 


A. A. 


76 


21 




300 


3 


ADP 


24 


36 




300 


3 


A. A. 


13 


2 



m 1-5 



it^mm^ (mg/kg) ^>^^iJ iB^fel 3^Pb1 

166 10 3 A. A. 85 59 

181 30 1 A. A. 69 71 

158 30 1 A. A'. 68 35 
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m n - 6 







m m 






(ing/kg) 




(%) 


85 


o 

3 


A A 

A. A. 


57. 8 


92 


10 


A. A. 


92. 5 


152 


10 


A. A. 


93. 1 


166 


3 


A. A. 


93. 1 


181 


10 


A. A. 


88. 6 


169 


10 


A. A. 


92. 7 



(c) -7 ^ :^]k/bWim'j^nm^m 

m n - 7 





(rag/kg) 






38 


30 


5 


31. 4* 


52 


30 


5 


51. r 


84 


10 


5 


55. 0** 


85 


30 


5 


36. 6* 




300 


6 


30. 1* 




100 


6 


13. 7 




100 


5 


39. 4' 




30 


6 


18. 3 
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II. St'OfFffl 











EC30 (//M) 




11 


11.2 


57.7(300) 


44 


20. 6 


51.0(300) 




33. 9 


59. 1(300) 



: MXp^^tJ^ isoproterenol 



SS(300MM.^Ta!l^) ^^b/co 

III . jtmi^mnm 







(mM) 




NE*' 


U-46619 


PGF2 a 




lO-^M 


lO-'M 


10-«M 


11 


0.363 


2. 19 


0.447 




4. 37 


10. 5 


8. 71 



: NB= y h° :7 U V 



IV. iniS R S - Af^ffl 





G C 5 0 




E C 


5 0 


1 2 


0. 0 2 3 


5 5 


0, 0 6 


8 


1 3 


0. 4 0 


7 5 


0. 2 1 
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